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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 



II 
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»' 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
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International application No. PCT/J POO/06623 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished t 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed' 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



1-39 



as originally filed 



Claims, No.: 



1-2 



as originally filed 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-2 

Inventive step (IS) Yes: Claims 

No: Claims 1-2 

Industrial applicability (IA) Yes: Claims 1-2 

No: Claims 

2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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1. Reference is made to the following documents: 

D1 : WO 96 23783 A (SMITHKLINE BEECHAM) 8 August 1 996 (1 996-08-08) 

D2: US-A-5 077 409 (A.WISSNER) 31 December 1 991 (1 991-1 2-31 ) 

D3: US-A-4 301 169 (MOTOSUKE YAMANAKA) 17 November 1981 (1981-11-17) 

2. Section V: Reasoned statement under Art. 35(2) PCT with regard to novelty, 
inventive step or industrial applicability; citations and explanations supporting 
such statement 

2.1 Novelty 

Document D2 discloses on col. 1, line 1 compounds of general formula (I), which 
apparently overlap with the subject-matter of the present application for 

X = -(CH 2 ) n -C(0)-NH-(CH 2 ) p - with n=0 and p=0 

R 1= halogen-substituted phenyl (see col. 2, line 33 and 35) 

R 2 = hydrogen see col. 2, line 45) 

Y = pyridine of imidazole (see col. 4, line 10) 

In view of this overlap, no novelty rendering feature is at present apparent. 
Accordingly, the requirements of Art. 33(2) are at present considered as not 
fulfilled. 



In view of document D1 , the anilide (-C 4 H 4 -NH-CO-) and the specific heteroaryls 

as Ri are considered as a selection out of at least two lists of alternatives. 
Furthermore, R 3 = indole is also regarded as a selection out of at least 3 lists (X, Y 
and Z) of alternatives in view of the generic formula (iii) of D1. Accordingly, the 
subject-matter of the present application is considered as novel (selection) over 
document D1 in the sense of Art. 33(2) PCT. 

The subject-matter of document D3 differs in the definition of radical R 7 compared 
with R 3 of the present application. 

2.2 Inventive step 

In view of the disclosure of structurally close 5HT 2C/2B antagonists, document D1 is 
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at present considered as closest prior art. This document discloses in general 
formula (I) on page 1, R 4 -substituted anilides, wherein R 4 is inter alia defined as an 
indole-derivative of formula (iii). These compounds are described as 5HT 2C/2B 
antagonists and therefore useful for the treatment of CNS disorders (see page 1 , line 
7-18). 

The subject-matter of the present application is at present regarded as a selection 
in view of the generic disclosure of D1 . 

Such a selection can only be regarded as inventive, if the selected subject-matter 
presents unexpected effects or properties in relation to the rest of the range. 

In view of the provided data on page 8, in particular with respect to the structurally 
different reference compound not comprising the known anilide-core C 6 H 5 -NH- 
CO- (see examples 83, 118-120 and 169-172 encompassing anilides like pyridyl- 
C 6 H 4 -NH-CO-, pyr/daz/nyAC 6 H 4 -NH-CO-, pyr/md/nyAC 6 H 4 -NH-CO- and pyraztnyf- 
C 6 H 4 -NH-CO-), the Applicant has not yet shown, that the claimed compounds are 
likely to have such an unexpected effect compared to those described in the prior art, 
in particular the nearest possible compounds, which apparently are represented by 
examples 83, 1 18-120 and 169-172 of D1 only differing in a double bond (indoline 
instead of claimed indole). 

Hence, an inventive step in the sense of Art. 33(3) PCT cannot be 
acknowledged as no such unexpected effect has as yet been shown. 



Attention is drawn to the point, that only such compounds can be claimed which 
represent a solution of the problem underlying the application in suit, that is to say 
showing an unexpected effect. The extent of a reasonable generalisation depends 
on the credibility that substantially all the alternatives claimed must be a solution to 
the problem. Extremely broad generalisations like e.g. the definition of R 3 in view of 
fluorene as only tested radical are in contradiction to the basis of qualitative 
structure-activity-relationships. Taking into account the relevant state of the art and 
common knowledge, it appears to be not to be predictable, that all alternatives would 
achieve the technical effect. 
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3. Section VIII: Certain observations on the international application 

3.1 Contrary to the requirements of Rule 5.1(a)(ii) PCT, documents D1-D3 are not 
identified nor the relevant background art disclosed therein mentioned. 

3.2 The wording "lower alkyl" frequently used throughout the claims 1 and 2 has no 
unambiguous meaning in its technical field - particularly in the upper number of 
carbon atoms - thereby rendering the scope, for which protection is sought, unclear 
(see Art. 6 PCT and Guidelines Chapter III, 4.2 and 4.5 PCT). 
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THE INTERNATIONAL PRELIMINARY 
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Date of mailing 
(day/month/year) 
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Applicant's or agent's file reference 
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IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/06623 


International filing date (day/month/year) 
26/09/2000 


Priority date (day/month/year) 
01/1 0/1 999 


Applicant 

FUJISAWA PHARMACEUTICAL CO., LTD. et al. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months'from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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European Patent Office 
0-80298 Munich 
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Fax: +49 89 2399 - 4465 



Authorized officer 
Neubauer, M 
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FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 


international filing date (day/month/year) 


Priority date (day/month/year) 


PCT/JP00/06623 


26/09/2000 


01/10/1999 


International Patent Classification (IPC) or national classification and IPC 
C07D403/12 


Applicant 






FUJISAWA PHARMACEUTICAL CO., LTD. et al. 





1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted .to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
I . S Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



II 


□ 


III 


□ 


IV . 


□ 


V 




VI 


□ 


VII 


□ 


VIII 





Certain observations on the international application 
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Date of completion of this report 
06.12.2001 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
0))] D-80298 Munich 

Z?' Tel. +49 89 2399 - 0 Tx: 523656 epmu d j 
Fax: +49 89 2399 - 4465 


Authorized officer ^^sssr^^ 
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Telephone No. +49 89 2399 8726 *Vfifi^ 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this repon since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1-39 as originally filed 



Claims, No.: 

1-2 as originally filed . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule. 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. . 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims . 1 -2 

Inventive step (IS) Yes: Claims 

No: Claims 1-2 

Industrial applicability (IA) Yes: Claims 1-2 

No: Claims 

2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following' observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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1. Reference is made to the following documents: 



D1 
D2 
D3 



WO 96 23783 A (SMITHKLINE BEECHAM) 8 August 1996 (1996-08-08) 

US-A-5 077 409 (A.WISSNER) 31 December 1991 (1991-12-31) 

US-A-4 301 169 (MOTOSUKE YAMANAKA) 1 7 November 1 981 (1981-11-17) 



2. Section V: Reasoned statement under Art. 35(2) PCT with regard to novelty, 
inventive step or industrial applicability; citations and explanations supporting 
such statement 

2.1 Novelty 

Document D2 discloses on col. 1, line 1 compounds of general formula (I), which 
apparently overlap with the subject-matter of the present application for 

X = -(CH 2 ) n -C(0)-NH-(CH 2 ) p - with n=0 and p=0 

R,= halogen-substituted phenyl (see col. 2, line 33 and 35) 

R 2 = hydrogen see col. 2, line 45) 

Y = pyridine of imidazole (see col. 4, line 10) . - 

In view of this overlap, no novelty rendering feature is at present apparent. 
Accordingly, the requirements of Art. 33(2) are at present considered as not 
fulfilled. 



In view of document D1 , the anilide (-C 4 H 4 -NH-CO-) and the specific heteroaryls 
as Ri are considered as a selection out of at least two lists of alternatives. 
Furthermore, R 3 = indole is also regarded as a selection out of at least 3 lists (X, Y 
and Z) of alternatives in view of the generic formula (iii) of D1. Accordingly, the 
subject-matter of the present application is considered as novel (selection) over 
document D1 in the sense of Art. 33(2) PCT. 

The subject-matter of document D3 differs in the definition of radical R 7 compared 
with R 3 of the present application. 

2.2 Inventive step 

In view of the disclosure of structurally close 5HT 2C/2B antagonists, document D1 is 
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at present considered as closest prior art. This document discloses in general 
formula (I) on page 1, R 4 -substituted anilides, wherein R 4 is inter alia defined as an 
indole-derivative of formula (iii). These compounds are described as 5HT 2C /2b 
antagonists and therefore useful for the treatment of CNS disorders (see page 1 , line 
7-18). 

The subject-matter of the present application is at present regarded as a selection 
in view of the generic disclosure of D1 . 

Such a selection can only be regarded as inventive, if the selected subject-matter 
presents unexpected effects or properties in relation to the rest of the range. 

In view of the provided data on page 8, in particular with respect to the structurally 
different reference compound not comprising the known anilide-core C 6 H 5 -NH- 
CO- (see examples 83, 118-120 and 169-172 encompassing anilides like pyridyf- 
C 6 H 4 -NH-CO-, pyr/daz/nyAC 6 H 4 -NH-CO-, pyr/md/nyAC 6 H 4 -NH-CO- and pyrazinyl- 
C 6 H 4 -NH-CO-), the Applicant has not yet shown, that the claimed compounds are 
likely to have such an unexpected effect compared to those described in the prior art, 
in particular the nearest possible compounds, which apparently are represented by 
examples 83, 118-120 and 169-172 of D1 only differing, in a double bond (indoline 
instead of claimed indole). 

Hence, an inventive step in the sense of Art. 33(3) PCT cannot be 
acknowledged as no such unexpected effect has as yet been shown. 

Attention is drawn to the point, that only such compounds can be claimed which 
represent a solution of the problem underlying the application in suit, that is to say 
showing an unexpected effect. The extent of a reasonable generalisation depends 
on the credibility that substantially all the alternatives claimed must be a solution to 
the problem. Extremely broad generalisations like e.g. the definition of R 3 in view of 
fluorene as only tested radical are in contradiction to the basis of qualitative 
structure-activity-relationships. Taking into account the relevant state of the art and 
common knowledge, it appears to be not to be predictable, that all alternatives would 
achieve the technical effect. 
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3. Section VIII: Certain observations on the international application 

3.1 Contrary to the requirements of Rule 5.1 (a)(ii) PCT, documents D1-D3 are not 
identified nor the relevant background art disclosed therein mentioned. 

3.2 The wording "lower alky!" frequently used throughout the claims 1 and 2 has no 
unambiguous meaning in its technical field - particularly in the upper number of 
carbon atoms - thereby rendering the scope, for which protection is sought, unclear 
(see Art. 6 PCT and Guidelines Chapter III, 4.2 and 4.5 PCT). 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenf s file reference 
FY3492PC 


POR FURTHER see Notification of Transmittal of international Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 


International application No. 
PCT/JP 00/06623 


International filing date (day/month/year) 

26/09/2000 


(Earliest) Priority Date (day/month/year) 

01/10/1999 


Applicant 

FUJISAWA PHARMACEUTICAL CO., LTD. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 2 sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

i | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| ) contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 



2. 

3. 



□ 
□ 
□ 
□ 

□ 

□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 



4. With regard to the title, 

[X| the text is approved as submitted by the applicant. 

j H the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

|~X~| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. — 



| | as suggested by the applicant. Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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